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SIR,-In a recent issue of this Journal,
Harris et al. (1980) reported an association
between cigarette smoking and in situ cancer
of the cervix. The association persisted after
adjustment for established sexual risk factors.
This is the 11th study, of which I am aware,
in which this relationship has been examined.
In 9 others the association has been demon-
strated (Naguib et al., 1966; Thomas, 1973;
Cederlof et al., 1975; Williams & Horm,
1977; XVright et al., 1978; Hiriyama, 1979;
Wigle et al., 1980; Stellman et al., 1980; West
et al., 1980). In several of these studies
(Thomas, 1973; Wright et al., 1978; West
et al., 1980) the association persisted at
statistically significant levels after controlling
for established risk factors. In the large
Swedish prospective study of smoking and
cancer (Cederlof et al., 1975) the 3 sites with
highest relative risk for smoking were lung
and larynx in men and uterine cervix. In one
study (Tokuhata, 1975) no association was
observed, and in another (Stellman et al.,
1980) the authors claimed that adjustment
for established risk factors eliminated the
association. However, they accepted the null
hypothesis with a probability of 0-06, and
questions have been raised regarding the
validity of their study (Winkelstein & Levin,
1981).
In discussing their findings, Harris et al.
(1980) state with respect to the smoking
association, ... a causal relationship seems
biologically implausible . .." However, a
biological explanation has been advanced
(Winkelstein, 1977). This explanation grew
from the observation of a geographical
association between cancer ofthe lung in men
and cancer of the uterine cervix, which
suggested a common aetiology and the
realization that the principal smoking-related
site-specific cancers are predominantly squa-
mous cell in type (e.g. cancers of the lung,
larynx, bladder). Ifthe oncogenic response to
carcinogens in cigarette smoke is principally
manifested in epithelial cells, then it is not
unreasonable to expect that cancer of the
uterine cervix will be associated with cigar-
ette smoking. The fact that the cervix is
remote anatomically from the lung does not
eliminate the plausibility of this hypothesis
since absorption of complex molecules from
cigarette smoke in the lung and their trans-
port to other sites in the body has been
demonstrated (Petrakis, 1978).
The findings of Harris et al., can be
interpreted as supporting a multi-factorial
causation for cervical cancer. This is consist-
ent with our knowledge of the causation of
other site-specific cancers, e.g. lung cancer.
If, indeed, cancer of the cervix can be caused
by an infectious agent, sexually transmitted,
such as herpes simplex virus Type II, and
independently by a chemical carcinogen
contained in cigarette smoke, it becomes
important to assess the effect of combined
exposures. Rous & Kidd (1938) were the first
to report on the additive or synergistic
effects ofconcurrently administered oncogenic
viruses and carcinogenic chemicals in rabbits.
More recently, Southam et al. (1969) reported
potentiation of papilloma formation in mice
exposed to both the chemical carcinogen
methylcholanthrene, a component of cigar-
ette smoke, and herpes simplex virus. Future
epidemiological studies of cervical cancer
should include provision for examining such
relationships.
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